# 



PATENT ABSTRACTS OF JAPAN 



(1 1 )Publication number : 2001 -037486 

(43)Date of publication of application : 13.02.2001 



(51)lnt.CI. 



C12N 15/09 
A61K 38/00 
A61K 45/00 
A61P 13/12 
C12N 5/10 
C12Q 1/02 
C12Q 1/68 
G01N 33/15 
G01N 33/50 



(21 )Application number : 1 1 -266425 (71 Applicant : TANABE SEI YAKU CO LTD 
(22)Date of filing: 21.09.1999 (72)lnventor : YAMANOUCHI MASAYA 
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SAME 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a method of screening out a renal disease 
therapeutic or prophylactic drug which exhibits a new mechanism of action by assaying the 
potentiation of a test sample on the expression of a fatty acid-binding protein in a zooblast, 
e.g. proximal tubular cell or the like. 

SOLUTION: On a method of screening out or identifying a renal disease therapeutic or 
prophylactic drug by means of assaying the potentiation of a test sample on the expression of 
a fatty acid-binding protein comprising a liver type fatty acid-binding protein or the like in a 
zooblast, e.g. renal proximal tubular cell or the like, the zooblast is cultivated in the presence 
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or absence of the test sample, the expression amount of the fatty acid-binding protein in the 
zooblast is determined and further the expression amount in the presence of the test sample 
is compared with the expression amount in the absence of the test sample. By this method, 
the therapeutic or prophylactic drug for renal disease, e.g. diabetic nephropathy, glomerular 
nephritis, nephrotic syndrome, lupus nephritis, drug nephropathy and renal insufficiency or the 
like, is screened out. 
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(54) [3a(B©«»] H*fe^^tS4:Ote«>X^'J-r:>i^S 



(57) tgSj] 

[sua] «iifcftjiiaf?£irr&e#j£?&s?$ii,< 

*S£ftSg|* (PPAR) 7=*-* h#WB»»*Ai 
h I- 5 f (CPT) ffl#l¥ 

MR. f^taSdKM^. 



1 

?4. | g^»jas<>i/<«^s©^j' , j-->y* 
s-c*4»*9 i 

[B*93] afmi^Bttc^xKaa-c«4Sii 
t * ©ra^iijss n& u #- * -a&?-*> &a 4 d n 

A SJfiBrffcSAS t»fcSfflJ2* fll >4 u#- * - r 7 -b -f « 

j:d w&iig«)rc)S*fc£?&xg£3tr. t3*9i 

[13*96 ] < 1 > WSlimZimWgVW&TiiJ: 
0*»arf"Cf9«* 4X8 ; «3J:CX < 2 > ttfolBKl*© 
■MflttftaajKMWtefeefft&^fciC. £&H* 

tBSKtwrt- 4xs : &st?»*9 1 fa$s©#&. 

[13*97 ] 83*9 1 ^ei«rtw9» 1 WMOfttttc 
J:0 ilft^m8tifcWttlM(>l/<ti:TI» 
% 

[13*98 ] mim&s%e'B<o%m&&®t mm 
a. 

[13*99 ] niMftSSItoailft'Mirr 4f*« 
*HT4|Mll*«. WItamKltfWC*»«nMWi 

98 Btt0M6«S!*>O< HtWS. 
[13*9 1 0 ) Sifflffi&BQ&&W3m!ffifeitB 

as v» 4W*98 s&k>&ss<> l < i*?p*$. 
[13*91 1 ) w&aat. wsAttatt. asim 
ft. *7D-*t«s, 

ttSfc&tOTA*, »*87 - 1 JW'tW 1 9S 
<8OffiS»fc0<ltW#«. 
[13*912) -t**ta»y-A3rBy7»u-*iS 
ttfbS** (PPAR) 07^Xhm«WT«tt« 

(cpt> ©fflftfpB*sr*[fc^i8*'&**. utee 

[13*913) *«**tvy-AyBy -7 
&<t3S# (PPAR) ©7srsAMW!*irr*ffc* 

[13*914) *7Ai?»MS MjH-tO*?* 
5--*' <CPT)<0ffl^fPS«rWTa<b^8s«r^a«» 

[13*9 1 5 ) «s^K^a-r UMBfrC 




(2) #8112 00 1^3 748 6 

2 

Jttu4ft*97. 8. 9. 10. l3Xlil4B3M»fe 

[13*916) *7n-tft 

ft. «WttW>S*JJ:t«S?^*6aiRSft*t©-C* 
413*91. 8. 9. 10. l3Xt*14£w®&a£ 

[13*9 1 7 ) MEA*s. 470 — b^Rgf. 

10 413*97. 8. 9. 10. 13Xttl4£tK>ttHI 

[ 13*9 18] W Ae£tiJSttgeHU3*>*>&£ « 

nfcT^itSfflsa»x s *-j-cTis«> < i > . ( 2 > b&k 

< 1 > IjfcOTBC***?!!-*. 

(2 > Til>7Z >a»JiA*tt«rW*4. 

(3 ) ±**f**ju*>*cj:*$iBiK:i£aFLrriaiart c 

20 [13*9 19] t MF9MMNte3eirft£?etii 

vhsm* <oTitoc&# *n& \< * -ag**> 
&a4DNA8«3i«sAShri'*. ii*9i8ta$j© 

[13*920] ^"?;USi8#fflPr ox3 7- 13 
(FERM P-18985). 

[000 1 ] 

oTO&SKH-r*. *fc. <ittta»«re> w 
^tftai/fciaffltttcisBf 4. 

[00021 

»*s-r4#. «,»rn«>istt)fcr4i. *a<W8<b^H 

HOtMttffcft£«eBC0. 3&Kl*S*£<a'fc4SS 
te»a*fc4T4Ci*i*4. COfcfeJl'JMKCNMi 

*fc, »^<fl'f&a«0-*7-C*4AfD^KJfe 

40 sat*. iiBa3&iwaEX>6n4sai. smwaawsK: 

[0003] JVttBtlMdll (FABP:#«rt 
V acid bimtinq protein) tt, 1M h'/AKffSl/, ffi 

wtt**r*iw*irf 1 5*oy*F > 

1ST 4C iOCJ: ->ft^S?SJ£«>l^!BKBB#L/-C(,»44 
«*6nr^4*i. cn*-C. FABPiWgS&iOHl 

50 [0 00 4 J FABPiO-Cli. Sf5S (L-fabp) . 




(3) 



<I-FABP) . (H-FABP) , JgS (B-FABP) . gift 

£ (c-fabp/e-faep) . mrnmrn ( aP2> . *mm® 

JSS ( ' x »J > re) «M>«c < 4 <> 7 mfrf-mwzm. 

[ o o o 5 ] t h®s.effl**-cit. sts (l-fabp> t 10 
iC.ss { ti-FABP> o&tt < i t-QjiooF a b pumm. 

l/t*3»J. Ctt6©^fcL-FABPa£fizS8|<raK# 
TffU. H-FABPiSiiuriaiSSM^^or^ 
-£> (Haatoan^, ftiochsnical Journal, B283£. $285- 
2901, 199?? ; Maawanf) . Biochemical Journal, $2 
73®. $759-7661. 199*? ) . 
[0006] y-^lSfSWSIiUCfe^Ci*. FABP©» 
«>ft1E»b HtliPtCi. L-FABPttitt&SSfflg 

r-aatx^ssii/Tfc^-r, exiPsa&BUSSKS 

T5l,-Ct,>4 {MaaTOin*>, Biochemical Journal. $288 20 
*. $285-2901. 199?¥> . f vtnStWBBStCiaWa 
ifegSFABPa. H-FABPi'ffSFABP (K-F 
A BP) ?*a. H-FABPi*3ElC^<feSJ0^tC<WS 
t/-Ct»&. K-FABPti, &&X-iS!&$fttca„-<fa 

s f > srtjWClMF A BPK&fc<?ft£4#il<E>n 
T<.»4 (Kiuurafc. FEBS Letters, $246«. ^101-104 
H. 1989*) . 

[0007] 30 

[ap^jss^u^^i^isa] •^wawi*. 
a. *fc, ^ss^tf>)"^y^^fcim^^tc 

[0008] 

[ssi^jgift-rafcaMD^^] piac'SO. fa bp 4 
sy?!i£&a. tea*. g&tf^TSA-c. 

l'»g&ffl®-CFA B P#m*f ac 44jlfflLfc. * 

fc. t)rt. : m^jt*^Tr , &^.^r-wsa«©L 
-FABP^iH/n^ci^aaiu, cn^amtc 

S^f. FABPtc^abfc^^fiC-^BS^*tIi[ 
Wc<$tH¥l 1-2 4 2 026^. W09 9/27 3 
63). Sfc. iM&ti. <*S>(Cffi#*jt«>. FAB 
P©giIi&&#S#tt 4©ggM?&{8K-?&**a C 4 . 

?a*>*>, FABP<D£WH^a-$Mra#j£?&a 

84£0f§ac4«:jl.{i5(,. «JHl««l»'«iei>fco 
fe. 50 
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[0 00 9] Ttttofc, $$»!», 6?i«fflJ3«:feWaJg 

iftKttese? < f a b p ) <tH^we«tr «ttmmo 

J^fi:)l&t&srrac4«:**04-ira. M&tUMOI<> 
4. Sfc. *^a#&cc£9j8fluia^34tfc9gli§ 

fM*feL<«f»s*c*ao a mttKMnaxiia 
©cajut f a BPv>mzi&&? znm&wr ajgfa 

{^t+^V-A^D'J^U-frr^ft^f* <p 
PAR) <Dr^XK^=£Wr4(bSl3?ft<tr) *W^S 

m tt mm&ftmmh t, < tamt v *> a, s & 
tc. ? ii -=- > tfamxmmi^tcVjizmm 

[ooio] *^©-^-cigtRxa^sn&s^ 

4MK<>i/<tiETIfrai. r-lttofeFABP©^^^ 

[oo i i 3 iS&sesta. gisra. sfcawi9^> 
$€-cs«mJbg5fliJiatca«iiiSi/fc«*. 7>n7 T 

4TCC>a (Kees-Foltsfc. Kichev International. $45 
«. $1597-17091. 199*? ; E<fcV6. Journal of Awe 
mean Society of Nephrolow. $5**, $1273-1287 
M. 1994?) . 

[0012] ms&b&£UcBum&, &&mm±. 

««§80BmB«*feWMJSn. «H9arto>FABPi 
(8K(tSn*t*^?>n4. FABPCPSSS 

u-c. jS&saagi^ifaffiiHfwFABPfl)^*^ 

[0013] 

[0 0 1 4 ] *&. t KD^AKjiffl^n* 

fS*. -tr-'l. ^JS,. *a. 7*, $t/. b^««>. 

4. 

to o 1 5 ] t hft t-vmum {t??is&m> 
i*x. "waojasasntauftica, l-f abpsi/h-f 

ABP3>^iL>-C^*. Ctl^O^^L-FABPIiifi 
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5 

&&Wgt£fmi>. H-F ABPettfcUCatiBtOB 

tt©MHXI«B*K*ttaFABP. 
muiidVt&FABP <fa*><&, t rtcirtcfc^rii 
L-FABP) (ca@f4e4#aB±S*.6n4. 
[0016] «T«>«fc^te©S-CSEiS 

tCt> fc«4^@©i?erF<d&«l/. MBATOFAB 
POSSUM:: $a^#8firF-C£SL/fc»i£4ffc« 
•3-SCitCj:0. !MtMa©FABP3flJHItfW!i*tt 10 

U BMSoa*««IH<ftK:*>W*FABPOft?!4# 
ft5©«Hl4lfc«W&C&«:J:»}. KS*S?B©FABP 

[0017] &mm<m&r <jLt*»5*i> -c©fa 
BPtHSMfc^^fcv&iE. mmmt. *©*ai' 

J»tSS«:igSq U^4f 4 Cite Jr. 9, *£&ttSji 

*»a«:A* , .>-.s->J'T4c4#-c*4. 20 

[0018] $ fc. £$3©F A B P«HUMWf 8**6 

at/. FABP«wmfsw*irr*s»iti» , cH« , r 
4. 

[0019] FABP©*^*tfta3f4*ftil/ , Ctt, 

aaH*Wfcbr«r4#ifaaw&ft6. 

auattaia«t»©FABP©»i*aas 30 
u^-caiHssw-r * c 4 -c a 4. 
[ 0 0 2 0 ] lewii *- 7 -a * -/scac 

*4«a, MMXCli. FH*!*, FABP*e+C«¥ 

ias5fiJai-e<oTa6tcaiS34afc ut^-ae**^ 

mucin. »B»tBie*©i/*-*-aasostttt£' 
tw» , *cfc«:j:«j. sas4*aut*a-rft«?J: 

[002 1] F AB P©7 5 ✓BE5U*a£flE5Utt, 40 
$<©ttKfet>'C? r«:$E!SSnrv>* (Veerkamp and 

Naataan, Proq. Lipid Res., $34*, S17-52I, 199 
9¥>.fUU. L-FABPK-^rti. fcr©cD 
NA <lowe&. Journal of Biological Chamstrv. $2 
60S. ©3413-34171, 1985* ; Genbar*/BSlSS#^ 
MW050) , y v KDSeftilfi^F- (Sweetserfc. Jcurna 
1 of Biological Ownstrv, S26ie. 8 5553- 5561 
1. 198S¥ : Oenba«*/aiBLgSaS#ML3501) tt£©BM 

[0022]ffioT, FABP©cDNA^af*ae 50 
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■ra£9&BMaw*<>4<e*'9~ i v-*7a 

-zTZffltL,. PCRS. 3Di-A^V?^-!/ 

aS&DNA?4:> , 9'.J~**MI'C»«. 
[0 02 3] l/#-*-»B&R0fcn4SftfU^-*- 

^» * s n*. fab poae^ae^os Ma* 
(c9OT*tiWM*&. aatti^-^-ae** 

■car*. 

[0 02 4] u#-*-ae*it©«:B€sn«n,»3». 
^^^tteo^sflw^^aaaaoae^ % 4 

«rffl(,»*C&*iK*U'. CWJ^ftL-tf-fr-ae* 
tl/Xtt, fi-tfvP rf#~ tag* < I acZ) » 
J**?" 'J r r ^>*#'/>lfcfc©J'a3.t»'7 »;a-A 
T-fe^.'l/r — feae* (CAT) . **JU 

4*©ai^ * »— fe-ae+ (Luo ^fffimf *n 
4. 

[ 0 0 2 5 ] ae^&J!* m R N A b'CA'CWHTMl 
^v*. ti;LltfflH J MUft»>6.'RNA <fflRNA> «M 
liJU'C, PCR& (Polymerase chain reaction metho 
d) { fpCR Protocols] Inms MA, Celfad CH, 5mns*v 

33 and Write TJ eds., Acade&ic Press, Sandieqo, 1 
S9<>¥ > . RNA9fMHR7a**t'»:/7 
Nase protection assay method) (Nucleic Add Resea 
rch. 8l2«. 87035- 70561. 1984^) . *4l'J*^ 

-yi>7a ? hmt&tttifmox. fab pais* 

*6(E93tlfcm R N A^tSffl^aTrttiJ: l». 
[0 02 6] FABPfl>^«rgepu^.'l < r-feai'?'i 
tiSKTJi, mi«KFABP«i«^jCt-*S<.^SBigffcf 
fltta (ELI SAS. ft^aaaifittbi') twt'* 
C S5#ii. ft«*USi(/-Ct9S8FABP* 
SStc«fc0l®i-C*4. FABP©&9*»cc-? 

rT<e'4©SQ»«. »*5. -*«tt4ir» 

&£i3tt-U'& <IS^^. SSHtHk. S24«, 353-361 
R. 1S9B? ; Veertawp and Maaroan. M34*. 17-52 
S. 1505* ; DHdumei-%, J.Biol.Chsi.. ^256®, 36 
34-3536P. 1S81*; Uhtenaan*>, Prcc.Natl.Acad.5c 
1.U5A. Si7tfft. 347&.34fl2.W) . *SS«FABP«. Ctl 

E9JWa^S^C>r, eDNA««tBU aePaisiA 

[0 0271 *WH«MWfe*^>ehn»cr, JSSJfflJS 

iWl5?> 4IH»4C4#a*Ut'. di-C(>, fKtt©«tt 
4*©SaEJ»H«L<. SJBfHfflB^iO^K, 4 

oto»att»«a±a»H*it«)t)(iW4i/i'. aaus 

[0 02 8] t r©aatt*©«lB4LT:», thOS 
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[0029] S«3A^R»0ISft^Ui:tt. m&) 

tc»Wi«, V3S4D^sa@ (ii^aag) 

*>*MDCK (ATCC CRL 6253) . 

(jS(UE8H9) **«U»T?**LLC-PK 1 

(ATCC CRL 1392) <r£0«»H r &n«. 

[0 03 0] *fc, cn*>co&, ^**$fflJ2#ojPro 10 
x37-l3<3S£§^ FERMP-1 6 985 ; £ 
5€0 i 9 9 8 ?9 9 0 > #£^^{gIS£ 
M 2 Kfc I *X A0>ifil4^ffl3S3Sa^^Ste Lfc* 

< i > , < 2 > atx { 3 > cc««4e*^f 
( 1 > ±e«B^s<:*r&. 

(3 > ±mm»^«>(c AitatcciarirrMHM c 

[003 1] HBOIiWMff A^MHKO ^ *> . L L 

c - p k i \miimm&m stixiM ±&mvt> 
ti-c** (3> &tm*9i<9xi.*6 i®s&te®2& 

©tW«t. ttUfSC^li, ttJWtrWftftttS 
[0 03 2] *^C0*ft«:j:*J, 

&r mmmzft Mitt/mm****. >x it. 

^(D&*m&*T?)[> (in yivoXttm vitro) ICfcC* 

[0 03 3] C(C•J: i ^^^>b'^a<3r>m^:^^^Or 

F) ©fi^-fc^* (Kees-Foltsfc, Kidney Intimation 
al. fR4« % S1697-1709P, 1994* ; SSl^ttfflS > 

ft«*»M , 6hi. *fc. 4>v#wtm*7fi>tux 40 
tt. W^taGBMB**^ (Naqaifc. Jpn.),ftiarw 
acol., $32#, S1117-1124I, 1982?) % STZKIfc 
<lflMttM«7JU (Sharmafc, Diabetes,. ^45ft. 
M522-530P, 1S96?) , t^»-0*4lOltJtJHiKA 
afWHttf**** <Hirano*>, Nephron, gfffe. ST443 
-447P, 1S9(2?> % rK»J7^-<l/>B«*tt(tB(la£ 
(Omit*. Nephron, £|78@, *4W" 4521, 199 
8¥> , :^nA#'»>Sfi^ (G1llum*>, Transpl 
ant, £?46@, ^285 2921, 1988?) KZtmWktl 
&, 50 
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[0 03 4] FABPMMRMmirrUK>&(/C 
It. (UAH, ^**VV-i*7 r OV^»U-Jr|8llft 
#§ffc (peraxisone proliferator-activated recepto 
r; PPAR>'G>7:fi*K fcJl^ 

h7>A7a;7— ^ (carnitine palroitnvltransferas 

e.-cPTjwisaaertfliBurt**. fa bps 

BW*fl.6n*Cttt, PPAR7:*-X r #FABP 

[0035] PPAR©7^Ar<LUrit, R9W>P 
PAR7^"~* h (Lehwmnfc. Journal of Biological 

Chomstrv, &270@. Ml2953-12956p, 1995?; Wi 
llsonk. Journal of Medicinal Oiewistry. SI 39ft. 
B565-668PI, 1996?) *ffiSS*W>*& (WO 9 

9/10 5 32; W09 6/3 3 7 24; W09 6 
/2 £8 8 4 ; Mizukami£, Blcctiomcal Biophysica 
1 Research Cosmnunications, S240&. U61 - 54p, 19 
97?; Krev*>. Molecular Endocrinology. SI lift. 
«r779 • 7911. 1997* ; Buckled. Bicorqanlc A Kfled 
ldnal Chemstrvtetters, ^F^, ^2121 • 212 6p, 19 
96? : Tontonoz6 , Genes and Dsvelopment. ^8 
#. WI224 - 1234R, 1994?) tCj:D. PPAR7=f^ 

^©^^, PPAR0)7^AhiUTlt MCC-5 
5 5 (ffc^S 5-[6-(2-nuorobenzvloxv)na^thalen-2 
-ylwethvl]thiazolidine-2,4-dione; EP6 04 98 

3 > »t *}t*w&K®mx*ho 

[0036] zpicm&mtbx&miLxt* bs^joc 

PTH#5W (Current Phannaceutical Desiqa W4 
ft. Sl-151. 1998¥) ©fft, *«82«W>*S <Saeed 
^. Arch, Biochan, Biophvs.. ^305^, ^307-332 
I. 1993^; Kanamira6. Life Science, W37^ y W 
217 - 2231, 1985*f ; 5hinaoawa6, 3. feted. Oiga,, 
Mm ^1458-14631. IXftYICM* CPTH* 

fe. CPT©B«B4t/Ctt, xF**i/-^CE«w 
ir) (ffc^S ethvl 2-[6-(4-chlorophenoxv)hexvl]-o 
xiranecarooxvlate ; E P 4 6 5 9 0 «$ J:tf Qirroit P 
hamiaceutical Design, ^4^, Ml-151, 1998?) , 
4-THA (it¥Z 2^vdroxv-3-propvl-4-[6-(tetra 
zol -5-yl )hexyloxv] acetophenone : Biocheari . 3 . 5|252 

m. ^409- 414^, is&?)ifitimtc£mx'zz. 

[0037] PPAR7^^r^CPTffi^Ji*, *S 
Bm<0&&&t bX*Qht\X\,*Z>. *fc, MtSAjNIK 

n^Ci^S^nrC^S (Buclonohani^, Diabetes, 
m47®. ^1326 13341. 1998*) . L^O, CtXit, 

m$t\. ttM<usBuat4tt&Afc. ppar©7^ 
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mmit, m^mri>^&M <a*a. mm 

[0038] *?MiK*<,»"C, IS^teS. FABP&31 
»3Sfi;jg*:W1-*£®J. PPAR©7=r-*r. CPT 

a. S3. fc§*l*l, fl^ft. &.TKZWtl<DiB'.5®tii 

5S<s, ft-5#&*><i(*©3*. #*. 
«c*vcpfc4#, a*, lBS&o. «Qft3©«Mr 
It. 1 -3 0 0 m g /k s . *ttDft9e*aett. 

0. oi--5 0me/k8©«H-e»jESft*. 

[0039] (f&aSSiS-fHlJj*) a. F 

ABP&JUtSSfUJi (XaPPAR©7=f-AhfES > 

jar-st©?**. *$HPi©Bat o-ca. £t*i*rc© 

<37.aPPAR©T=r-* hffJi. XaCPTCDffl^ff 20 
S> *WU«tt»8Sia*«ft«rl>. Sfc, FAB P&M 

m&ftn (xapPAR©7^-^hfES. xbcpt 
©h tff a > uflottosftg ccs-^t »r£#ftc©a 

o-ca. ^*aua^flstoB-c©arSi/fr6<r* 

©assntto. 

[004 0] WT, ^SPflSfc^r^^^rS^KSl/ 

•casci*. 30 

[0 04 1] ttfc, TSSSttMK*J».»*C. s#fsawic 

lar CToninq) J {Saabrook, J., Fntsch, E. F.&Wll 
anlatis, T. 3£. Cold Sprinq Harbor Laboratory Fres 

*fca. «&£©&«**>*? r-iai^a^fcitrpaafl^ 

[0 04 2] 

[*iM]&llfll L-FABPM*-*-**** 
KCfSS 40 

<1 ) bhFABPfl)cDNA<D^6 
brL-FABP©cDNA*. b HBTSsS^cCNA? 
4? r 7>)~~ ()0>?5 ^ ttU, CaWHUllSb U3T#562 
D *»&PCR < polymerase chain reaction) 
Slbfco </■?-». VLmmnn iUmef». Jaima 
1 of Biological Owmstrv. gS260§. W 3413-3417 

1. 1985* : CenbanV»BLgS5S^MlD050> fcSKfiftif 
U PC R V® 6n486H-C'M*^«:aB ainH 
SBttSWOShSJ^KOfc. PGR K J: tlfcD 
NAtfttt" (£M2C&S*i> a. fc r L- F ABP c DN 50 
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s. fizmkutc. 

[0043] <2) b r FABPWJfcatfji&r©^ 
®mn> Vfttct r F A BP c DN A*3trffift (*J 
42ofcg*i BainH IBS*) fc^D-riOlTS^. 
b r!fce$DNA7-f7'?'J- OcO'?? 2?itg|, Ca 
W»HL1!K)5<I LOT«19*12) 15~*t\47*i 
-f 9 >£<CJ: 9b r L- FAB P©5fce#S£*«: 9 

a-~>!n,tc. it&nfcj'D-^a. monb<»t$ 
AKft*&t/c<.>fc. mmid&mmm^tctc 

h. CWfiStf+Kb r L - FA B P©±SlfiR8HiiS*£* 

[0044] C©*PABSft©^ 6. 5 '-kgSWfc^ttfB 
H-(W5360bp. Sa 1 i -Kpn IKK") *$J« 
ffll. ^J^-^aS Ffcffl*i^t?«T©3!SRK:ja 
Irfc. 5 'k&m&tMV; (Sal I -Kpn i 86 
S") ©S&SffifljS:. ^ScSJIHD^jS^lK^Lfc. 

[0045] 13) L-FABPU#-#-^*»5F 
©f&Si 

iSXg (2> tUfcL-FABPie+ffiB- {Sj5350i&g 
ft. Sa I I -Kpn iffim fc&SiU PCR&k: 
J:9. Ns pVs83^Bfi (5'±SSJ«*«?4S#lfl>45 

7os@©fc&> i>>e>$)vm&&irffe mm* k>© 

(Sffl) *r-©PiS«:it*iL.. KB- (fcJicobp) *i§ 
fe. Sfe. cntasUtc. *OSal I-KpiiIBSK- 
KpUCl 8®Sa I I -Kpn IWtKSSfe 
(Cffl*i^A;«. S^nfc^A * F4N s pVSt^K 
P n I tlSftU-C. N s p Vg2SSS6Bi*&Ta©gff»* 
X&SHtio *©PCR-C{SA:BfiK-€:Cn4aiSL 1 7 - 

FpUCl 8-9/2 5 4iift:. 
[0 04 6] :X<.»'CC«)^A* K4. SallRyK 
pn I-CiSiffcU. ^^n^ffiB (^75(^SSft) -« 
A 5 KpGV-B {SLf¥>>+tH8> K^A 

ft*. 1 OKt 1 -476C#e (^Sfc&a K>|tU> 

*-CKtiir4JiSffi?«lSg*. -f®3 ^iSStcK p n 

[0047] P^nfeL-FABPL-^-^-^A* 
F«. b h L- FAB Pil&?«>i5¥SiSta«*§tf 

&. 

[ 0 0 4 8 ] 2 Siag^BSC' Wf SSw • 4^Eft 
to.fcCJ'L - F A BP >-#."iS«:^A 

(1 > 47D>Cfji| 

Pj8»lBSiJftK:J:0. fclTCJ^Kl/C. ^"5^©9K*> 

■zummizL. o. i9«BSA&stf».'*>i'^igiaf 

{ft (Hank's buffered solution: HBS) 2 0ml*, 

m**m*'>mutc. -x^v, o. i*6bsa*jj: 



u 

UO. 1*6 a? U (collaaenasetvuel) *£tfft 

hbs iomi m&btc. cnzmamt. 
oim'tco ■xicgstrnmu. (surgical 

Brade) VM$0. 5-1. 0inm®*7"f AftfcftSS 
l/fc. C4T&0. l«a*yt— tfSB (H85*) 10 

miKSi/, 3 7-c, io*HBS3»!H8«:*T-?ft:ta, h 
BS-c2@Sfe&Wc. c©* *»t/*:tfc!Si 

t*f*wiM«:*iWi,a#&*-* jot > r < *7 a 

>> £J£*|i/fc. 

[0049] < 2 > ®$fflg±£5ffll2®m£§ 
15*8 <1 > T*6ftfc»-~- b ^> r <*70>> «:JS 

^— fe > F £. 10 VK5aUl^*Stf K 1 Sift 
(50:50 CKEM/Has's F-12, 15HH Hepes, 13.4UH sodium 
bicarbonate. 5uo/sH Insulin. 5/ua/ol trans fern 
a Sna'ml selenous acid, 0.05nM hydrocortisone. 1 
Cna/ml epidBmal arowch factor) X" 21&fk&l>*:ik, 

S. 38#8BI§ < Feeder layer) &?E!B <2.5~5xitfcel 
is/well) i>. fey>>hi^iSSbfc. £88M§ 

J: D -7 $ xm^fc#i»l< fcfS^ffc L XUtcMSfo ) 
Xi*"5"J>-*N I H3T3«aSS«:X»Sg^l/'Cl^6S&X 

m^fityo>%mi'tc. igtotu-Ck*. io**fs&s 

3*>(£HGF (Hepaxocvte Growth Factor) (25nq/m 

1) *5£SQUfct>©«:f!K'&. 2fc. 7U-rlt, 

0. \%-Vv?^K.X*-?4 ~str&12Utci><DZ®m 

etc. 4-eara®&». ^v^^v^hisjm <s 

[0050] (3> mmk$msfo^,\t 
mm <2) iHtucursmidg'MiiawSwttf^ 
fc. 

[005 1] ±£$ai3©i§£#5Sf2;* ftfcft, SV40 Lar 
to lfUHttK?&0* >»!4S£*&St??? 
*J F U*?4S'>»|£af£**S«Ji&E7 r **S F 
pG EM3 SR an e oKSVW Larae liaJSiSe-i 1 *^ 
ALCfHBbfc:?*?.** F) 4:)5^7 1 >i'9Vl/ 
fe. r?>A:>**V3>«. ^3?J F4 

©SS»*i£Su MU8* 1 - 3 "SB 3 7 *C 

CfcKJ: Off ofc. 
[0052] F*>A7**i/s>«. 2-3S(S^S 

Uc«, r y*i/>-EDTAKr«@uT«iiis*:iiai 

O. 4 85t7U-rtCl»ftl/fc. 3rfc<C38#!iffl 
18*18*11 <$*UW cells/well) Uc. ittt«l-2BfS 
«C. B&, BI**AS F£ r?>A7 ijfs^lfc. 
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it. cat. $i*MH*jflt>r, o. l^^^^Kra 

[0053] <4> L-FABPU*-*-?-*** F 
<D%K 

mm <3>_i?{i6*iA:^5E<b!ffl]ig*-aft©sL,yc. *i* 
t?. ®ri2g&flii i -cssstt/fct fl-fabpu*-* 
-^AS F (181/q) /wyD-7-<v>iHi±ae 

**3tr79*2F (pPUR. aontechtUS. 
10 ^#6156-1) (l.Siiq) £ <!; feKJfH', r^>A7*J' 
V-s^iff-sfc. r5->X7**^g>li, mm (3> 

[0 05 4] h?>X7»J"ys>». »-f?o?^/ 
> ( 1 0 0 « 8/m I ) £&ffim,fc£tt ( 1 0%tl'& 

eTt^u-UcJSSi/. ©Sbfe. *<or. ^7X5 
F#«A3 n?cSS<0©g©S^US* ( N o . 1 0 - N 
20 o. 19) «:}iyc, 

[ 0 0 5 5 3 C ft6«UI2(*tf, 1 0 % f> VBSJSJJL 

(«T, DMEM^ift) (GibcottiS) *C-C^S«rtT 

[0056] < 5 > ®m.<0&m^l}JJ$MSi*)&tt 

mm <4> ti#*)nfc$fflKi»ec-?^-c. 2umuk 

30 [0057] ffl§a*fcK-?v>-C©»5WfcS!3g*tf i 

c*. atnEn«Hiiicj:«iBSx > u. ^rtib±mm 
ic-s, s^a <apicai> mK$m*&&&? 2>C t, ± 

^ffliatC^W-'JlSgitS^ <t1qht luncclon) *!JBfl8S 

nt(,»4Ci. fflU^ (basolaTCral) fiJtCT 

iSL. ^*^*V-A (hoaodesnosaae) dH&jSStl 

40 MSa^Ii. ±R«B-C**i*il&hfc. HiKli. IS 

[0058] sia^fro±S3a82ii, sa*A*>K» 
»3a§«iuati. ±^x^a*> <pth) tc**ti:© 

*Jf.§l/. MV^Usl/i* (AVP) K»ur«*(tS«: 

li. AVPiii*}UT:i5S%*r. 

[0059] -ec-C, ®«3ia^ (W»No. 10, 1 

so 3. 14, is. i eat* i 9) ocov»r, 'tiis&stft 
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1 (6) BttOft&KVt;. PTHBttfAVPtCttT* 
JSS*SS^fc. ZO>&Mk. @2iC*l.fcJ:^lC. WBSfc 
No. lO*&*£X<D&Wa&&PlHmilC*lL>X 
I65**L, ttieMatfcNo. 1 3t*#&tc£<,>£8flg 

■tUBb-ofc. -tf, AVptcffLm^rciam* 
3*Ht.Sft5Tsa*-jfe, cneo^^, No. 10 

imtuxoy^s^moxid*). #«No. i3«te© 

[ o o e o 3 * &. g^attsra Jh&$oia*-c4>& 10 

LLC-PK1 (ATCC CRL 1 392) Kot,. 

***>$i)aiK:*hr £ c AMPfi^acttJi. a> V a . 
-* : PT HWWv : A V PfflSflffC. 1:0. 7 : 
7. 4T*0. PTHKtitftgfHir. AVPfCltsr« 
e<t#fojfccfc. rtc*>*>. LLC-PKlli. Wttfc 
NO. 13 »j . * A* >£Srtt(CH l/Cifi&K 

[006 1] SWC. «9JS»No. 135.CXN0. 16K 

-?<,»•<:, »&Mfii (5>ett«tf>£(c!itt. 20 

♦j . ifitifmasisjai*, ias*icjfassf *r*^« 
>s©BUi^&fcwrac£?!«o6*va'*. sins© 

*2&»ti&fit3#>e>tlti.$(CW2&H<>. 1 3». 3> 
Ya-A ictk 0 "CS-J 5 tS©Sl >?i\>-f% >BUi*6S& * 
I/. C<DC£3**>. «U2t*No. 13«*. T*:fS>* 

[0062] <6> L-FABP*B^A*W««B 

fflsa»No. i3i*, weca*. T"?Ajsfi®jffl«± 

R«iBtfe'C**it<>K:. L-FABPl-*-*-?"? 

[0063] U#-#-^XS K<CA*f6t KL- 
F A B P A^<Die*HBW«fl^t*ttyie MAS 
ft-Cofctld. ite#DNA**IHBSApa-Kpn 

i-CWSr*Ct(CJ:04. 3Kb<D\%X*&.U&lt? 40 
r<fc*„ «it*No. 1 3©«Uaft>e?fce#DNA*3i 
ML. cn«MHM3RA»a«)J:9K»n I t*ELfe 

a. 7^o-^yji/say*a«:ftL?c. 

6. -f^OVB (Hvband l*+ twrtrane. AmershanjilS) 
KDNA*I-?>A7T-Lfcft. §8*2XSSC:Cft 

<&tf«r», <0. l9*SD$SHf> -cisb 

&<65X:, 303B) ». *-Y5'J>*ifH <-K 50 
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ftLfc. ^D-^L/Ti*. t FL-FABPiSef© 

5 ■±aE5u*attmifH' < i . 2 k i> > *r i ssl-c 

[0084] 4C)ffeft. 4- 3Kb©KHr#lttil3ft. 

l- fab paer«raiBM«McA«r < m Asn-c 
3». *©&&&££, l-fabpl*-*-;^.*. 

5 F<Cfcfc£r*DNA*8sS;<fc i-L-FABPilg^ts 

j^ASfttv-si^a.fcftfc. 

[0 06 5] C©5ffliS#No. 1 3 (£IT. HiProx 
3 7-13 ±f*T*) I*. 8U2#©€t* f^afflJKI* 
mProx37-i3j <tLT. 3JMiatt£*±*X 
SSEi|55fSe>f < FERM) (OlKSiVCl** (SK»^ 
FERM P-16985;S5ta 1998¥9£ 
99) „ 

[ 0 0 6 6 3 «HH 3 BttimkftMatttli* <£> L 
-FAB P JMMttfBBOttfc 
0!3£iS0«2-Cf?l6ftfc. L-FABPU*-*-DN 
Afifs£4Stfifil4S!ifflS±S!ifflJ2^m P r o x 3 7 - 1 
3(3fl821*No. l3ii>fW4> t«>. fclTOJ:^ 
•C. l/*-*-7?HzV&{c\*0^43«©L-FAB 

p&mnitfEflitintbfc. 

[0067] IfffliaifcmPr ox37-13£, 95 
^FiPU- HE 5 x 1 O'lfflSa/lOOii l/">xJU4<f* 
J:5£SEL. J3SLfc„ SSKIt. o.iH**^>T3 

- y- < > y «as l 7- l. - h * mi » . tttt i * 1 o % ■? v 
iSBiai?*. "«ii"J > {ioo^f4/ni> awx ^ i^n 

<lD0«»/iii1> SffiDDLAiiS^a-^SW*' 
jU^?3MEMSIft (Oulbecco's MEM, M* qlucosfl: 
DM EM) {GiDcottSO 4 8BHg«fia. 

«UaiS»»-ClBftf&4Rofc». tma«rdMi& 
*tttt*fll*.fc. 3> hP-jMi, K«®)S)lfflSSBi L 
fc. S^K^fi'feft-jfctg. 2-lOWSlf5<D*i'V* 

5--*r?st4*fySLfc. 

[ 0 0 6 8 ] Af7 » => — feTjStt«. UT©* 5 B** 
Lfc. SfflJ2* 'J >KgtS4fS«a* < PBS) 
20« lCtOHSRstf <«a»B«JiS?ft L C (3 - 5 

i. aiaK-czoftiaassa. 

-SOlClC-ilSHSgLfc. -JtfCKffSLfc^U-hSSji 

tc^Lfcffi. ioo«i©«7tss?e (K»*y->ft*+ 

fitiC. jUS^j*-* (Microtumat LP98P, BEKITOLrtt 

«) *sc^r»)«Lfc. wsmwfh 1 o»H©ta*h* 

dtCRLU) tftfllWO. *V7»9-K?Stt4Lfc. 

ftttT©i^tCJSdiLfc. 
[0 06 9 3 LucS»«$=S4^tt/3>ha-*ll 

{±<tSSi$ (peroxl scene prol 1 rator-acr 1 vated r«e 
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ptor;PPAR><DT^;*r (mm r**MCC 
-5 55, K&Uilb-f^XM h 4>\> r 
^--fe' (carnitine palnritovl transferase ; CPT) <J> 
ffit&r*>*xp <Etonox1r> fci«ftlLfc4 

a b ps6^«**OT«rMre*T6 tonnes 

[0070] MCC - 5 5 5 Ufct*S 5-[6-(2-Fluoro 
benzvloxv)naphthal en-2-ylwethvl) th1 azol 1 tfine-2 ,4-d 
we; EP6 0498 3) J: tfx p <ffc£ 
£ ethyl 2-[6-(4-chl o ro phen oxv) hexyl ]-o*1 ranee arbox 
vlate ; E P 4 6 5 9 0 «J J: Current Pharmaceutics 
1 Desicn, ^4g, 01-15P, 199SS> IfcfcffilaSWXfr 

[0071] mm* ^mm^hmmicmhL 

tepOlO (2> qccr«ttt/A:b hL-FABPftfi* 
fiE* eatr??;** FtMKffcLfttit. 
■HMBtkLLC-PKl, Xltt»fi*iMi2© 

icb?>zy xti'v^b. £€ftK!MSMaH£f§ 

fc. cn^w* bn-FA b paftMtae?* 

[0 07 2] Ctl6taB«ffl^ t &T®J:'>CCt/'Ci*& 
£tt<©L - F A BP^WSffffitrin RN A U-s*to J: 

cxsaau^^Cfia^A:. Mia*. a>7jux>ncft 

**-Cfc3l/fc«, HiL?S*^ftC-DMEMfe«i«:SiS 
$I»U SRiSA ijiMKft&J:9tMBJUi«ttlfe* 
CBftlU 3 7'CTfcaOfco *fc. tfJHfllt. WtiK 

[0 07 3] mRN A U^*XHWtttt«T«>«fc 9 Kf* 
-*fc. tU*BftUt~**RNA*nttl/ 
fc. ffMfch-^iURNA«IW&r&RT-PCR 

{Reverse transcriptase - Fblvrerase chain reactio 
n) CCAO*. t rL-FABP<EmRNA£fcfflUfc, 
*fc. W£&DmitO>tc*>tC % *l> hD-.il/4LrG 
APDH < Glycerol dtihyde 3-phosphate dehvUroooias 
e> (OmRNA^ICRT-PCRtCCfeBl/Aio » 

fentePCRfttttr^a-x^BssaJWi.- x**> 

WMWl4b'CMCC-5 5 5«rilttnl/fc«d. 

1 52*6 2 4«B*?L - F A B Pm R N A<MHOT 

[0074] aa«U^*-C«>8ll*«. WT©<fc 9<C» 

Wtti««:fiSSJ(y/Co iab hL-FABPtt^&^^O 
xa <>y£XttEL I SA&KJ:0. ^ta 



• 
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m>coL -fab pstHfiofc. mm 

&b?MCC-S55*&jS*'*C&£J:*). L-F A 

< i > <smmmso>m 

©*&i*±K t b L - F A BP<MMMtdttg?#ia»i& 
attfcSSfc^gia&fc) «H'fc. «T«>J:9«:. * 
L-OBMCjaMSttTC. MB**Hrr«C 
MtttttftfP (Nephrotoxic lipid) ©&£*!»!SU 
ft. 

[ 0 0 7 6 J fflSttlOo*? « s !/» * KS#fiS!S 

efclfr&StifcBSA, 'J^W-Otti') £3tri§t 
20 JUIiglttdftltSai/. 3 71C"C16~3 6«BH>* 

[0077] ( 2 ) WKSSli 'J e K©tttH 

si+tc^s ti«mt*tt 'J tr f«. fi&e.<8»£ i/-c 

[0078] *cr, ^^ta^-hfg, fci6£@JR 

@> twiA, rs (*a> tc3*>K2»awa»ex 
[0079] (3) -?>?mv-i>&ms®. 

yM (Kses-Folt3&, Kidnev International, 
M1697-1709P. 1S9*P) lattO^KOIl/, tlTOJ 

40 ft. i&cSS&i*. 95?t*-* (Neurop 

#7lHX5im. NeuroprobettS) t^»rfr-»tc. sS 

4.7(ATCC TI B-7 l)«r«<,»fc. 

[0080] igat/r toi»fcrvwB64.7fcA * 
WDMEMSHftK^ai/fc. *ft. jaia&ajfesia^^ 

fc»«:^jU-b^>-AM (calcelrww. UUt&m?ffi 
50 hUAio C*»*MB*»Sgil*aWDME 
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fcCPIESBl/fc. 

[0 0 8 1 ] mm (2) tmBWfflfo**/**** 
-TfrCfeBt/. CC4C0.25SBSA {lipid free, Siq 
waits!} t^DMEMfctttJBifc. Ctt&5tfCCcr 
lS^O-O+^-S's^S, 13$HH&^«E <son1 
cation) ?&CttCJ:*mm\tUtc. BHUfclRIMr. 
4r * * * S/ A ? + > M-©T filC 31, 5 (i lT-TffA 0 

0g^>**^- rl/fco 

[0 08 2] ^+^-t's>»7a, 7l,-A7^ 
SaccW*ioo^4?>'-^ , C90»ia^ofc. gate: 
fiWe^U*- r "J-*- (Mar star , MS LabTechnolo 
538*n> 6, VZ> ^P7t - ^igTEfSte* 20 

[0 08 3] «A(CJ:«}VimEW»6<£M*3n 

cat. BK^^fi3fetttil*ffW^6i«eEl/ 
fc. 

[0084] *&«e b hs*araiaatctow*L - 

< 1 > b r R+lTFffla©** 30 
Sffl^^+ectrFb'Cc^SljBBlSJfflJia (GIT, 
JR+»TWatJ:-W *UT©«KCrbh«*>* 

[0 08 5] *r, P5acQe^#(o^^3*)^ 

fe. (dean-catch wsxhed) KJ: 

*Ci&fc»fl6 ( ! 0 0 0 r P m, 1 Oft) I/. ±SS«r 
frC.^U^h*, 1 09* ( v/v) "JVlMEllMteW 
<D#>l^?:2-^-y.'Uigifi (Dulbecco's modified Ea 
qle's mediua) (C"C2@. Vftffittttr 1 Hft&Ufco 40 

IMJWJft&t/'Cli, 

(Hem's F-12 medium) 41:1 VU£ 
l/fctocc, SfBSHiL* <10«v/v) , 4s*S* 
■J> (5 u fir/ml > , h5>A7* 'J> (5fig/m 
I > . ffi-feU>i^r y>A (sodiun selenite) (5 
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ng/ml ) . (lO-'M) . 

T5 K (5mM>. (1001 U/gi 1 ) a 

O'^ hU7 r h-?^^> (1 00 ii ff/m I ) *8t«L/fc 

feCtflH'fc. 

[0086] ^u? hiigaastt^sssi/, ram 
w:f4a5-y>ra-*<>y*iBLfc 

3. &emSf < * (Falconttai!) *t*iW*?T-5 
fc. JftHi5KCO a . 3 7t»*#friT->fc. 
[0087] MlkW, S«fflg±^ifffll^C^<b C 

&&m$intcc± % to&lf TA*'J**7t*— Mil 

ac pea c i tc j: o mm o fc . 

[0088] <2> L-FABPj»*ffiMEffl®tt£ 
1512 ( 1 ) T/*gSl,fcb KHMttTIWB ( b tSfflU 

ftMH) *s<,>. GTR>J:9ic, IHe*JMl4&ni»ic 
L/C. J4»StSI<3DL-FABP^9«ff«4mRNA 

[0 08 9] ST, MB«. 3>7**>rtc;fc*ar 
fcSbfcft, l j»Mcc<r « J: ^SUmKriS 

fcU. 3 7-CTC^L/fe. MOMIfet/Ctt, MCC- 
555fcJ:CX4-THA ( 2-hVT^roxv-3^>roiJvl-4-[6-(t 
etrazol-5-vl ) hexyl oxy] acetophenone > ( C P T Sir 

[0090] tsm.o>mzm9iu h - * a r n a&s 
»urc« »6tlft:^-*J^RNA*as^4l#•cRT-p 

CR (Reverse transcriptase - Fblvmerase chain rea 
cxion) «:tf-5A£ 0 PCR«*tr#0-^yA«3B* 

fc. *fc, ai«lS«>Smibcfc^. 
X" r BAT (relaxed ratf'* system annno acid trans 
porter: Rirrov*), Genomics, B3 7&, B2 4 9-2 
5 2P, 1 996'^) QmRNA&RT-PCRKTte 

[009 1 ] 1 KlftLfcaO , t hm* 

( b h^ffl^±^«3J§) *C4*«4L - F ABP 
mRNA«>S^5(i, MCC-5 5 5^J:CX4-THA 

(DBfnccji^^iilni/fc. c<Dtt**»6, cn^ik&to 

14. tK^'Ct, iSti^ffl^SfflSSCC-L-FABPO 

[0 09 2] 
[Ml] 
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486 



9 1 





L-FABPmRNA 


rBATmRNA 






+ 


MCC-SS6 (lifM) 


+ 


+ 


4-THA (1 0//M) 


+ 


+ 



[0093] mmi fflgMft^tCii-rSL-FABP 

•75&&mm&&L lc - p k i jasa&Bt^cisss 

J:D. JfflJKWtKWf *L-FABP?S^P*!lC-S;af 

[0094] SI*. -T^L-FABPcDNAfcRT- 
PCRf?a-i>yt,. pRC/CMVKtJ-^J'D- 
yt/TTr^^-bV^R N Aftilffl^ f LF A 
BP-pRC/CMV*{Sfc. 

[0095] oof, eftyu-hKLLC-PKllffl 
13**3 (lx \0'/0x!l> . 2 4ftHlfMfft. 'J 
*?*J^75:«< <G I BCOttSi) SSt'TpLFA 
BP-pRC/CMV*h9>A7**H,A;. Sfca 20 
>hn-.«U4l/-c«, (pRC/CMV) 
4h?>A7*i'H.,fc. Cft&5ffl§S*2 4B#ia»g» 
». (COYtt) AKffi/flBHMUl 

tcpur2 4sspa#s^(bLfcfg, unagagMEi, 
fc. 

[0 09 6] 8fl§8ttggi*. ^ifS^KSffl^fcLDH 
(lacnc dehydrogenase; *LStlfefc$B¥£> SrliaKL/ 

Sl£*3h rLDH-«liaStt^h73-J ffOjfcfS 30 
Siaj) &JSl-X£ifc4u»LDH*§tS:*ifi£Ofc. 
[0097] -ec^. B 5<Cail/fca9 , • S 
8^<bUfcf&KSffll,fcLDH«K«i:. L-FABPT 
>?-fe>XR N A*-»14K&^3 i*:MaJ§<Z>*6 * 

[0098] CCJ^tC. L-FABP7>*-te>*R 
NAGfM. TfctofcL-FABP©ffiJ!*P*JK«fcO. 

ttaamaweMft^ k moMmmttt m\m<z 

fc^-C, L-FABPJ«BI§S«:«S-r4JafiS«:mft:-r<> 
[0!)9 9]H5ffS«8 «BM»«K«1**L-FABP 

Hig£ft*ir* u>ehn l lMUUNMt«7'*> 

l*. 5HJgffl^:4lriL-FABP«§ll^5I©liS?«:Sa 
[0 l 00] Ki^a&«l0 (2) WerWKt/fcb h 50 



L-FABP*ai&ie?- sstr??*; r* 

«tt<tufc&. H?ftfl2© <3) ^tPJfemo-CWff b 

*?i' 3 >0. ^jr©!SlES*BlU2<J'D->2 4- 1 
9> fciffc. COftflJSI*. fc rL-FABP©5&&#a 

tc. 

[0101] ±g2TJffcJ'0->24- 1 9SO««8S» 
Eit/On-i»2 4*. 6iiSSti±? (CO 

&MH*aflK)*9l4iCCRt,T2 4 ttMIHRXfl: Lfc 

a auaag&tseis*:. Musfitegii, SJ&'ftcsi 

SLfcLDH (lactic dehvdroqenas) 4riiSlct/r»J 
[0 102]«'«Dtt», BSKSOfcaO, bhL-F 
24-19) "CB. (£©£ • Se^fc^tcjgajOfcL D 

Hs§tt#, ai&Miia ( f n->2 4 ) tttitc-ciEB* 

*«ftSnfc. CCJ^tC. L-FABP©saW£SjlK:j: 
0. ESS ■ H»*ftfS«MWBSK«tf«JSfitiJM& 

BaaKtirottStcfei'-c. L-FABPi«aSS*«l5 

[0103] £58019 B£a*-J c *-?$*K*hr438 
ftOfHi 

cntC*f-T4PPARfliS!pgMCC- 
[0 104] 7K'JT^fV (AD>S*#k*£Sf*iiIffc 

*A9*7 r . l l' - C*i (0)en6. Nephron, $78£. 
-4S2P, 1998?). Sfc. MCC-5 55tt, «tM 

3. 4aOf6Kt*l/feaO. L-FABPSETItf! 

[0 10 5] -71! Mt, 71»fl>«tl4BALB/c <B 

(OSa) (C. 7K'JT-?^«^> (Siematt^) 

4. l 0 m e/ k e (Se^affltc l m er/m 1 ©?ftfi[ 
rSBUfc t>©4 1 0 m 1 / k tr ) »8Krt«^t fc. iE 

n^OAK. MCC-5 55Xlifflf*©**. £SSi 

j&a*^i4sra (oaa»&i 3as*r> sds:^ 
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i>>. fc#}ftas*<,>rn<> i om i /k 8 1 utc. 

[0 10 6] &tS«5g<n=6> «. TK'J77^V 
>8N?^*KMCC-5 55 (0. 196Tween8 
0£ilt&S4*K!^bfcifiD> 41 Ofliff/kgCDIia 
r«^i/feo ttBPS { n = 6 > It, 7 K U 7^-f 
#-?9*lcfflf* <0. IKTwe ea80SWSla«*) 
©dStt^l/fc. Sfc, IgSf <n = 3> iym<Q*& 

10 107] ~?+A\tm&iW**-V<£A*l. 10 
ft - 8*TT2 4B#ffl£J* Ufc. 

[0 10 81 WSJ*, 3-4, 6-7. 9-lOKtfl 
3-14 B@©ii 4@?T^fc. SKL-ftiSK:-^,»-CI*. 
B££9ft£fe. SflSttll <Su pe r Z-8 1 8. - 
s9"f> -CJ^fSSS, NAG (N-acewl-^-O-tfucos 
OTlnidtoe) J: U^ur < creatinine : CRE) : 'A 

Azmzutc. tmsma < 1 4Qa> ©tsss. x- 

aSS^ttS (TBA-80FR. V*l**9-a- 
[0109] tmn&M. 07 ICTnUfcJ: ^JC. 

agfcj: ummmm ««« * n a cut aa 
I*. ttB^r«AD85ta?-i4BBicJblli,fc. c 
nKttbTjSHHft^sra*. s*gast&tfNAG## 
acJ^wSKjjpfijsftfc. 
[o 1 1 o ] * fc. 1 4BS0aft&ft?»t*&M 

£08tCjftl/fc. S8CC5n3nfcJ:5<c\ ttJBjWCJ*. 

[0 1 1 1] ±i20!>J:^. MCC-555J*. 
^Ttt,-^* <7KUT^s/>aB8JWMHHb**^ 
ll> (CftUX. tftifi&&©r*g©iSS±tr&NAG## 

^«*(t^W-":5 J <->*WS0ft:. 3 fete. BHUB 
CteiS^fciC*, MCC-5 5 58. m*?A,v<?Z 

[0 1 I2]$£tilfll0 fcr£L-FABPiI£*iS 40 

t raL-FABPS^£«AUfcr?>.*J>*i7 
(hFABP-T*^$A> i«lWc. C© 
hFABP-Ts^fafcSt-'T, WTWJr^K. Jlte 

mitmttcwz&tTMfmu. mcc-5 55© 
rmiwmutc. 

[0 113] hFABP-Tff^aCfl&UOsor 
l*. 1 3 S»6l±©B C F 1 fctt X*7tt&BJI& 
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mm* xvmmiz. 1 3aa»«J:<DB d f 1 

0a«cffiJS«:. 8jf»tl±OBCF lJfcS^atg 

Ay*i ? >?« (B6C3 F 1&> tc-n>CBAL 
B/ c v 0 4> £" l/£ffi*?T-s fc. 
[0 1 14] ff6ftfc«14h7>*^*-? f-?*** 

ffeS*?^) ©fESUgft <MCC- 5 5 5 ) ©fSEffi 

&QM9K.mvtio m. tmmm <oa@> 

f 47K'Jr-?^v>©8t^ai*. I5mtr/kg {£ 
&£*g?fc»c 1 m g/m 1 ©{ft&T;-&ll? Ufc <>©£ 1 5 in 
l/ktr) t\,tCo 

[0 1 15] «*3lft^S < n= 5 > **. TK'JrWi' 
vjft^C^KMCC-5 55 (lOmtr/kg) 
#t>. ftflRgf <£SBa«&BSn = 5 > «7 K UT-7-/V> 
«5-?«5AtCjif*©**»$l,fc. EfcS { n = 3 > i* 
7 K (J7^>flO^#?9AKfflf*®»4fc5l.fc. 
&m*> 6-7 BS <Day7> , 10-1 IBS (D 
ay ll>. 1 3-1 4 ag (Day 1 4 > ©ft3@*T 

[0 1 1 6 3 -eei&ii, BQKSt/rcfc^K:, 
j*Aoam s*saHRofNAG»sa#Jb»i/fc 

©Kttbt, Xtt <MCC-5 55) »4Sri*cn(=> 

©±^§^<<:wi$a$n?c. afc, titss-ct*. tssn 

K4»3«Ji*?Et:i.fc*i, Mtt(MCC-555> 

ri*5EC:Wt*i8ae>6n<f^ofc. 

[0117] 1 «sf£jaaii^Ki <t tvomm 

< 1 > &tmwgmao>&& 

b'.t.- {vln«v> t><QltM. (American Journal of OtvsI 
olow. F403-F4S1, 198^) &SWE&£fm 

[0 118] ?*X2EC£ltfi5Illfl«a. ptt&wmo. 
Ch*?%/*>>^'fS?fi (Hank's buffered solution: 
HQS) Vffitbtc.®.. ^S5*«il»t^c XCC. 
&ggtB©*iW«iilO. 1-2 cmfiKiiffl^Ufc. 5ffl 
ft?ia»iHBS-C»<ft»a. a?y+- Vtftf (coll 
aaenase t>pe4, 4 0 0« tr/ml, HBStf 1 ) 5ml 
imX3TC. SOftfai^iaiS^tt^fc. :,U»t\ 
5f>P^»ms. t-(DW?i/ a (1 00«m) -ciaa 
l/-Cffl^S8«r^*0. HBSrft^^c CtlKHBS 

dm I > *to*. iKtr-s^^^^jro-ciffliasSiafft 
taasi/fc. 

[0 1 1 9] COffllSSfia*. 309«-50H^-a 
-*(Percol I ) StgftccSBOfcft, ig^ufc 

(3500 rpn, 4XJ. 309fB> . 
-iHSaiJBg+K^ai^nfc&S (±d^S»l-4© 
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4S> 4>$a&£3£3S<@iKCfc. 
[0 120] <2> QWst<SmP>7*>ii , )"7*X?r 

m^ctimhtixK'h. tcr. is { i > -ciaiR 

7**7T*--fe£S©fttTofc. SfflSafiliBjfi 
ft&frl/fcffc. "fUH?- MC@^U. 7.'U*7'J:> + A 

[oi2i] < 3 > ifi&®«aa±aiBBa©*w«s 

±12 ( 1 ) VMS* 1 fl>$fflia«:-3^r. WT<J><fc 

(collaaenass tvpe4. 2 m t'/m I , HBS*> lffl 
I fttH*."C3 7*C, 59IHHRWBK:t?<}fc. 
BS-C2BiSI»Ufc». MlCftlsfe. 20 
[0122] ±«WWOWKeSM)BK: J*. ««6£$ffll3 

J&fii«:l«P$(ll/-C±^.5fflJia««4jgWfl ! J<i:J8S$^<b c t 

wmttth. cotctb. igs^fao-cii. < i > «» 

SNBHW>»e«*atWK:B#r*MEM/D-Va Itt 
ill <MEMi§l6©L-><l>>ftD-/U'>KBfcl/fc& 

*«:S*<Cl'»iainSK 1 < 50:50 OEM/Han's F-l 30 
2. IScM Hspes, 13.4UW sodiuji bicarbonate, 5u dtal 
insulin. Sjjq/MI transferrin, Srw/ml selewus an 
* 0.05 n» hydrocortisone, 10n»'ml eplderaial qrowt 
h factor) ft. tlTOJr^tca^tt-Cffll-fe. 

[o 1 2 3 ] sr. isms*. i o«9f8&sejMteWM 

EM/D-Va l«*K'Cl-2a*«l/. MBCtf* 

r. st»tc8t-mui&*ttmL>t<.. unit. **>*>t> 
«>0. l%*??>"C3-?>9Ut<:7u-HZi&& 

[0124] <4> WafDJ&X&MRK 

mm <3) ©isssbjs*. Miiiicr^t/fs:i 

twKl/Tl't. cnfc©Ci*>&. ?SI&ttfcl§S5fflJa 

&. 

[0 12 5] <5) TA5-S>BUi»tt 
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[o 126] *cr, ira <3> «#Mnn<»t»r. 

ft. 1 0 Cm5 s: -/si'a-C3>7^X>rti:?t^$r^ 

«£«J*MEM/D-Va l«§iftfC$fcU - 
WSnotia WC, $f fti»7JU:rj> {bovine ser 
um albumn: BSA) ft. fciMpfS 0m ff/ 1 0m I 

•caaj^ftatcaaiiiu 3 7 -a 9 0<>ei£8«?t-j 
3>ho-*ii/r«. BH§©jasaftEi\ *±r 
-O+a^-fsVfttT^fc. assa. Wa&'J^BS 
tSJttft* (phosphate buffered saline : PBS) < p 
H7. 4) "CStMH/fcf*. SUKtyfc. C<I>ifflJi§«:. 70 
f 7— bra^&J (protease inhibitor) ft^tfPBS 
<pH9. 6> 200a KCBMl/fctt, a*8W»is 
fc. «t*?fc(CPBS (pH6- 4) *&ixrpH**ti 
SltSK/HOfcig. j&fr ( 1 2 0 0 0 r pi, 1 &£■> 

«iHBC-3l«r. BSACSSftEL I SA&K'Cififc 

[0127] ELI S AKi*. -%ttf*& UtT. KT* 

Sitoatt 

») tlfll*. zajwtu-a*, ttr?>*abfcffir 
ncisssiitea. fiSB^gsti^ < i o o « i /*> 

ftjSBifcaiat?2^HSlt.3-tt, -iXMfMMR 
fftfcSSJOU, SST2B#ia5l53^c. 9xjbtW»u 

**f y-"te , ft£trWti** h (^?*-75K? h 'J-tt 
H. ^>*A9--r>ABC-PO*7» h) ft«V>-C^e 

[0128] *«5teS, 7*7 5 >aSJB&frT3 7 -c-c 

sjH®wgi uxv&wtm&tiiiric ttmwzti 

tc. 

[0129] ( 6 ) *A*^e*W«l£»fi 

i/-«MartcAMP*4*iR*8n*#. '<y^jf 

XAVP) KttlS»l,flti>C4>W9l6nCl'*. 
{ 3 ) ©iSSIfliScc-X'T . t'.T©t 4a« cnfcsM.* 

[0 130]«B4. 24/v7"U-h-C3>7*x>> 

Kttftas-rtWiLfea. wsa^sft^ia <mem/d- 

Va lttlt) •C2HUHH/&. CWC. PTH ( 1 0" 
M> 3?.ttAVP ( 1 U/0J 1) ft, IBMX (3 -fV 
^;H- > ; cAMP*^?Ki>xA9- 

?~kini#9J> < i*o-M) ii *>*c^*ao/cigia*ia 

Afc. a>hn-AAl»-Ctt. I BMX<D*ftSS<Bl/fc 
©»*ttlite. 

[0131] 3 7-crio^siS2«fca, jtasasc 
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mps&el i sa& {Pmrstvatimvc amp e i nfcij^ffriaascx/xa^sta*, «fc. 

[0 132] PTH$OStetT-?te*I£. s> 4M«J:<«mbr«i0. KfedMMKtc fMMft 

&tv ca>ct*&, c^tHKM^a^amniB [ o i 3 4J re**? >j r j sem^ i o>? 

ifi£$n*CtJ)S®m2t\tCo AVP$IJfK8$CC*j >J-?-*Ar<22J> GATAVW <GATA_3lqnal> < 

C'Xt, 3>hO-.'K3>^4. 6&CPcAMP£#S2aO 223> ^***S/y- A^D U 7 a (per 
fcftteC j4<^aH®ffflK(C4*l/^C*3BSa*>C^ oxlscro prollferator responsive element(PFRE)) <22 

< w&xuxi,** bo>£*jL &nte. 10 j> { y & x$ ur y (HNF) ttatr 

[0133] 4 V <hepanc nuclear factor^M*) !»ndinq-site} <2 

[aw^sj *»wo*SKij:ntf. 9r£&s£&» 23> b#*^rma* ch i f > asstM h (hvpoxi 

aERStX/X«TI*J|*«»«C«*J: <**»J-->? a Inducible facwflflF) bmdino-site) 
?*C<t#X>**o *te. *»B©*ttK:J:0FBESn [0 135] 
4W«»3nteMtfBKW/X«HW* <Jb*<rH**Jfc* [EflK] 

SEQUENCE LISTING 
<UQ> TANAEE 5EIYAKU CD., LTD, 

<12Qe> Medicine for treating renal diseases and screening method of such 
medicine 
<130> AKM680 
<150> 3P258846/1998 
<151> 3S98-09-24 
<150> 1 
<210> 1 
<213> 5357 
<212> DMA 
«213> teno sapiens 
*220> 
<22£> CDS 

<222> (4767),.. (4335) 
<22t> intron 
<222> (4535)... 
<22t> TATA^sional 
<22?> (4691),.. (4597) 
<221> «risc_s1qna1 
<222> (4136)... (4141) 
<223> CATA^siqnal 
<22£> roiscbindinq 
<222> (4654),.. (4659) 

<223> peruxiscme proliferaxor responsive elOTent(PPRE) 
<221> m1sc_b1ndinq 
<22?> (4661),.. (4566) 

<223> peroxisome proliferator responsive elejent(PPRE) 
<22i> mi scjri nding 
<222> (4544)... (4551) 

<223> hepatic nuclear factor(WF) b1nchnq-sue 
<22l> urlscjri ndlnq 
<22?> (375*),.. (3765) 

<223> hypoxia inducible factorCHIF) b1nd1nq-s1te 
<4C0> 1 
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CTCCACTOCA CTWOQCAT OCTCTCCRTY CTCTVAGOCT CAGCCTCAAC TACGCGOCAG 60 

TCrCTGTTCr TCaCTACTA CTATKATCT dTCTCATTC TTTAGCTCCC AOTATAACT 120 

CAGAACACAC .AOTATTT.AAT HIUUKJl TUTUTTCCTT TOTTAOGAT MTGGCCTCT 180 

.flCCTCCATCC ALU P0CTOC AAAGGACATC ATCTCATOCT TTTTTATCOC TCCATCATAT 240 

TOCATOCTCT ATGTATAtXA CGUHUII ATTCACTCTA CTCTTCCTGC OCATTAOGTT 300 

(ATTCCATCT OTTOCTATT GTCAATAATC CTOCAATGM CAIACTCATC CATCTCTCCT 360 

TATCGTAGAA CAATTTATAT TCTTTTOOQC ATATAOCGAG TAGTCCGACT OCTGCGTCAA 420 

ATGCTMTTC 10 1 1 1 1A ACT TOTPGAGGA ATOUCCAGAC TOCTTTGCAC AATCCCTGAA 480 

TTAATTCACA CTCTCACCAC TAGTCTCAAA TUTTCCTTTT CTCTCCAACC TPGCCAGCAT 540 

CTTA1 1 1 1 1 1 CAOTTTAAT ACTAQCCATT CTCACTCGTG TCTGATACTA TCTCATPuTG 600 

OTTCTCATTC CTTT.ACCCM TTATTTCACA AG0CAAAAAA TGTTCTGACC ATUAACAGA 660 

TAACCAAGTA GAQXTCACC AAGCETCEAC ATCAGGTATA AACAAGAGCT GGCOXAAAC ?20 

OCAACTCCTT TCOCTCTCCA GCCCTCOCTC TAGCAGAATT ATOGGCTOCT GOGCCCACCT 780 

QCTATCTTCA AAACACCCAC GAAATCCOCA GGCTGjCATT GCAGGCACTG ACCTCAAAGG 340 

aCTrcrra aaaatcaaca coctcatat cctcgccacc aagacctcac tococtutt 900 

TOCCACACCT raCOCTGCe CCrCPGACTA OGOTCTCAG AACACOOCAT CTCTACTCTC 960 
GAGTGACCAG CGCCAGAATC TTTOCACACT GCAAAGCTCT GCDGACAGAG TCGCACTCTC 1020 
I I I IIII L1I TCTTGAAAGC CAOTGAACT TTOTCATTCC AATTAAOCTT ATCTCT7CTT 1080 
CTUTTTCCTC AGCTAGTOGC TGGAAGATGT CATTAODCPC TOCTAAGTT ATOCAAAACT 1140 
CATCACTATT AGTTTTTCAA ATOOCTACTC ATCTCTCTOC CCTGAAGATT CACACACACA 1200 
CAAAAAAAAA G^CAAAGGGA ACTCATO33C GJTTCCCTAA GAATGGGCAT ATCTCACAOC 1260 
TOCOWGAG GGGCACTCCT GGCCTGGGGT TCATCAGCTC AATTTAOTC TCAGGCTGGC 1320 
GATCTQXAG OCAAACTCTC AAGOCTPCAC TGGTTCTOQC AOCCCCTTGA (EAACCTUPG 1380 
CCTCAOCta ATTCOCAATG aiCTTCTCAC TUTGCAGOT TOXTGGAGA arTAQCCAG 1440 
GAACTGCAGG CTCAOKAGA GTGGTGCACA AGCAGACACC TCATOQCTCC TCCTCTTCCT 1500 
GAGACACCAG GAAAGGTCCA GCTOCFOXT ACTPCACCTG ACKCTOCGG OGTTGCTGCT 1560 
GACTTOaa ATOGACAAGC TTTCATGAGG CTOCTTGOCA CTCCCCTCCC TAGATCOCAG 1620 
MACCACCAG TCTOOOCAT GATACTTOC ATTTCCCATC AAGGQGAGAC OQCCTAGTTG 1680 
TOGAATCTAT AAGCGAGACA TGCCTTTATC TCAGCQGGAT G7CAGGCAGG G^GCTCEGGG 1740 
GATCAGATAA CATXOTGACT TOGAGCAGAT TCTOGCAAAC GAAGCAACTG ATOOCPGTCA 1300 
TOGGACTTOG CCATQCTAAT GACTOATCA OQGTCATTTT CCTCCCTGAT TATTTCATTG 1860 
ATTTT.ACGCT CXjAAAAOXX TAAOCTOOTC ATCTAAGCAA GTCTTTACGT ATTOCTPXT 1920 
TGAGAAATOC TAGArfCACCT CTTTAGGTAG GTACTCAATA GGATCTCAGG TATAGAGCTG 1980 
AATTTACCa: TCCCOGAAC CTTCACATOC TCATT.AGACA GACATATOCC AOCTATTCCT 2040 
OCACGCTTTA CCTGTCACAT GTAUXCflQK AGCATCTAAA T.AAAATCAGC TTGAATTCCT ?100 
OCAAAOXa TCCADGATG TCTAOGGAQC TGOCCAAODC TGTAGGGAAT OCATCGOCAC 2160 
ACACACTCCA CTTCCTGCAC TaOXCC^ GGACACGAAG ACAGAGOCAG C3CTCTOCTGG 2220 
TCTOTTOCAT CAGGG^GCTC C<X ITG'GT OGIACTXTT CTOCATCTGC CATCTCAGCC 2280 
TCATCACATC CATCCAGAAA T.AAAOCTCAC OCTTGCATCA TTTTCCACTT OCTCAGATAT 2340 
"TCATTCAGGG .ACTATATTTT ACTGAAOCTT TTGAAATACT TCCGCTOGAA ATT.AAAGAAA 2400 
GATCGATGGj CATTCACTOC AGCAAATGAG CAQCTTCAAA GGCAATGOCA TOTTGCAGCT 2460 
OCTTTCTCCA GTCTOQjCGA GGGACAGGAA GACACACGCA GGCTCTOCTC QUPXTOCA 2520 
7GAGGGAGCT GGQU ILI'CT TCAOCAOCTT GCCTCTCOCT QCACAOXG TCTCAOCTCT 2580 
OCGGTCTCAC ACACTCTGTC TOCCAGGCAC CTAATOCACT CATTTAGACA OCACACACA 2640 
GACAGACACA CACACACACA CAGTAGGAAT TCTCATGOCA GTTCTTAAGA CAA7GGATTT 2700 
7TTACTTCCT TX3CATATACA AAAATGAAM ATCAGCATCC CA7CTGGAGA CCAGGGTCTA 2760 
ATATGGAC<X CTTTAGT.ACA ATAGACATCT TAAAACATU ATAATCAAAG "cPCAGAGCAA 2820 
GATGAGAGAA GCACTUTCCG TGTODCCATA CI IU 1 1 GAG CCACaCGGC OTOGQC 2880 
UXTGTTCAG CTA CTCXTPO G TGATTATAAA .AAOOCATAAG TTCTCAOCAT GCAGGOOGAC 2940 

TTCGcrroa ccagocacag ccccaattca tgoxtcoca gocaccttgt OTCCTAGACA 3000 



# 
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CTCPCACACC .AOjCCCAACC ACGGAGGOX AGAGCACOQC TCK7T0CTGG AGQGAAAGCT 3060 

craaocrcc cacaatctoc atoocaggac actccattag TCMcrrcrrcr ctocxcacac 3120 

TOTCCAAAG (TOTOUXT CCCTGTQXA OGCTACAOCT TAACACOCC TCTCAOQGAT 3180 

ojctacaag gaoctgcca crcocAacr ccctgcaoca cwcaacttct gaagtocttt 3240 

OCTCGATCAA CATCTCCAAA TGCTOGAGAC CAG3GAGGGC AOGAGACTC OCATQOCCC 3300 
QXCGATGTG TCCACTTCCC CaCTOOCTC GAACTCTOQC TT^GCACAA CCAAGGAAAA 3360 
.AGCATQWAA anAGACTOC AGITOCTTT TGAGGGCTOG CAKOCTOCT AGAAGTTTAG 3420 
OMTCJOGAC TCATTTTCCA ACCOWMT TAGAACTGAT GATACGGAAA TOGAACTCTT 3480 
ATTCCOCCTC GGCATCATO CCEGTCACGT GACACTAGQC CATCCAOGAC CTCOT3GCTC 3540 
TCAACTCATC OGAAOCACTC AGGCTCATQC aCGACCAGT GQCCCGACTC AGCCTATGCT 3600 
TCACGATCAT CTCTCTAACC ACAGAGTAG* OGAGGGOGAG AGGATGAAGG CTGGAOGCTG 3660 
GAGCTGAAAA CCTTCWCCCC AAACTCCAGA CAAAGAAOQG AGAGAATCTA 3720 
CCTOOTCTA AAGAOTOX TCAGWGCAG OWCTO/GAC CTCCACOCAT TO30CAGCAC 3780 
ODCTCTCTCT CCTTOMCAAC AAACTGCCAC ATOCCAAGK CACTCGAAGC (CTXTGCGC 3840 
CATCTODCCA ACECCAGTCC TCTACACATA ACCCTACAAG /WXAdTTCC TACACATAAC 3S00 
CCTACAAGAC CAGTTTCCTA CACATAAGX CACATCGCTT CTOCTCTCTT CTOKTOGGO 3S60 
CTGGAOCAAG TCAGGAGCTC CCAUHUL CTCDCTTCTC TCTGOCTAAT AAAATGOCTC 4020 
TCAATCTTTT .ACACCTOCCA TTT/CCATO ACTOCHTAA CAGCTCAAAA ACGOCTCTGG 4080 
AGGAGOCTAT .AATCATCAAC GAOGAATTCC CAGAATAOVA AATAACACTA ODQCCTCATA 4140 
ACAACTCTAA AAAATAAGTT TCTCTAATAA TOODQCTOW AAGACATCAT AAGGTTATCT 4200 
AAATAAGGTG AOGTTTTCAC TTCAAACCAA TTCTCTCGTA 1 1 1 1 KICK* TCTGT.ACACA 4260 
TCCACCXACA CACTTCTCTC TATATCTGTA CAGKATATA TAAACACATC CATATMTCT 4320 
CTATATATOC ATTAGATATA TCCACATTCA TAGATOTTA TGTACAAAAT ACATAWCT 4380 
ATATATAAAC ACGGATCTAC AAACACATAC CCKCACATCT ATATACATAC ACATGTCTGT 4440 
OCACATAT.AC ACATACCTTJC ATATACACAC AHTCCT(XG CTCCCCACAC TCAOTAAAC 4500 
OCTGCACGGC CATAAGGCTT CCTGCTTGAC TCATATTCAT TAATdTTGC TCAATTACAG 4560 
OVAACCTTTC CTGTQQCCAT CCTCTTOTl ATCATTCAGC ATPGCTCTCA OCAC1TAATC 4620 
TTTGAAGCTG O0CATAAAOC AATGAACAGC TGCTCACCTC TODCOOCTAT TOGAAOCCAA 4680 
OOGAJOTXa TATAAAACAC OTACAGTO ACAGTCTOT" CGCCACACCC OCAGGTCACT 4740 
CCTCAACACK CAOCTCTATT WTOATOV CTTTCTXXDG CAACTAQCAA CTGCAGAGOC 4800 
AKAAAACTT TGAAQOCTTC ATGAAGGCAA TCOCTCACTC CTCGACPGAA AGGCAAAGCT 4860 
GTCGGTCACA TCAGTCAGGG TCTACOCTA OAGCAGTGC CTATTTAOGC TOCAAATGTT 4820 
GAGATOCGGG GAGAGVTTCA GQCTATATAC ACAAACTAGC OOOCATTTTA CTGACTTCTG 4980 
GNCTTATTTC CACCAAGTCC TCACTGCACA ACODCACOX ATAGGCAAGT <3GAAAG*GCA 5040 
CTGAACTAGC UUUJiaC GATTCATCGC CATCTCATTC GCACTTCCTT CTCTCATCCT 5100 
ATTCOOCAT TTATTCATTC TTCAAACAAA CAGTCATTCA AGCCCAAdXA CACACTCAGC 5160 
ACTCTGCTGG ATAGATAOCA GGGAGACAGA TGATAAAGDC MTAAGGCAT 1 1 IU IATCA 5220 
OQGAACAjGAA GWCAAAT AAAGCT.AATA AGOCATTCDC TCAGCTCTAT GGAGCOTGA 5280 
CTGTCOCAGG OGAOCTGCr GACCATGGGA TATOCAATAC COCATCTATT OdTGCEAAA 5340 
AAACTAAGCT CGGT.AOC 5357 
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